iO / 529 1 89 

WO 2004/028467 PCTYUS2003/030465 

1/7 

Figure 1 



In utero infection before 
1 20d of gestation with 
non-cytophatic BVDV 
may result in persistent 

infection of the fetus. The 
cow becomes Immune, 

and fetus immunotolerant 



The nursing calf fs 
persistently infected for 
life, vlremic and 
releasing virus in all 
bodily secretion, but 
seronegative to the 
infecting genotype. 



Persistently infected 
heifer will always 
produce a PI calf and if 
superinfected with an 
homologous cp virus 
may develop mucosa) 
disease, a fatal 
condition. 



In utero infection with 
non-cytopathic BVDV 



Before 120 days of 
gestation 



After 120 days of 
gestation 






Infection of a pregnant 
cow after! 2Gd of 
gestation results in 
acute infection of the 
fetus. The cow and 
fetus clear the virus and 
become immune 



The surviving calf is 
immunocompetent and 
clears the virus. The 
long -term effects of 
acute fetal infection are 
unknown 
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Figure 2 



Cbuection of maternal and fetal blood for 
construction of subtraction libraries 
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In utero infection results in PI calves 



fa utero infecti on results in acutely infected calves 
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Experimental 
BVDV infection 

of pregnant 
cows to produce 
H calves 



Experimental BVDV 
infection of pregnant 
cows to produce 
acutely infected 
calves 
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Figure 3 
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Figure 4 



Acute vs. PI Subtraction 



Primary Sac on doxy tTnsubbractsd 
PCR PCR Control 
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Figure 5 



Acute vs. PI Subtraction 
PI specific library, plate 1 
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Acute specific probe 
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Figure 6 
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clone name 
Acute_A01 
Acute_C02 
Acute_C06 
Acute_G01 
U-Acute_A04 
U-Acute_B04 
U-Acute_C05 
PI1_C11 
PI1.JH09 
PI2_A03 
PI2_B10 
PI2_F06 
PI3_H06 
PI5_A01 
PI5_A02 
PI6_A09 
Pl6_D02 
P16JD11 
PI6_D12 
U-PI1_B07 
U-PI1_E02 
U-PI1_G01 
U-PI2_F11 
U-PI3_E07 
U-PI4_A08 
U-PI5_C02 
U-PI5_E02 
U-PI5_E07 
U-PI5JH06 
U-PI6_A05 
U-P!6_A06 
U-P!6^A10 
U-PI6_AI2 
U-PI6_B10 
U-P(6_C02 
U-PI6JD06 
U-PI6_D10 
U-PI6_E03 
U-PI6_F10 
U-PI6_G06 
U-PI6J308 
U-PI6J311 
U-PI6JH02 
U-PI6_H10 



sequence 

436 

442 

527 

400 

508 

588 

306 

543 

337 

361 

333 

369 

229 

363 

319 

220 

318 

458 

187 

396 

342 

278 

223 

361 

361 

170 

361 

366 

180 

324 

205 

191 

207 

265 

331 

350 

511 

170 

320 

354 

325 

338 

277 

319 



size gene bank access # 

>gi|28189610|dbj|AB098930.1| 
>gi|162765|gb|M20930.1 |BOVBPTIG1 
>gi|20149081 |gb|AF493542.1 1 
>gi|27901800|ref|NM_174182.1| 
>gi|21 903626|gb|AC096629.9| 
>gi| 1 491 621 6|gb| AC092631 .1 1 
>gi|1200198|gb|L76470.1|GORTAP1A 
>gi|27819607|ref|NM_173917.1|. 
>gi|20149081 |gb|AF493542.1 1 
>gi|27819607|ref|NM_1 7391 7.1 1 
>gi|27807286|ref|NM_174715.1 j 
>gi|41 06720|gb|AF03731 5.1 |AF03731 5 
>gi|336430|gb|J01 394.1 |BOVMT 
>gi|786510|gb|S74803.1 |S74803 
>gi|6006424|emb|AJ242799.1|BTA242799 
>gi|28189772|dbj|AB09901 1 .1 1 
>gi|105|emb|X1 6978.1 |BTATPE 
>gi|1263009|gb|U25687.1|BTU25687 
>gi|21530867|emb|AJ490501 .1 |BIN490501 
>gi|821 7426|emb|AL1 33228.1 8| 
>gi|6249454|emb|AL035610.3|HSM17648 
>gi|24431 944|ref|NM«0031 01 .2| 
>gi|161 17790|ref[NM__000996.2| 
>gi| 1 2323825|gb| AC01 61 62.5| AC01 61 62 
>gi|1 1 141985|gb|AC020902.6|AC020902 
>gi|21 535944|gb|AC022400.9| 
>gi|20279521 jgb|AC1 06052.4| 
>gi|4503502|ref|NM_001414.1 1 
>gi|4503520|ref|NI\/L001 568.1 1 
>gi|16304896[emb|AL353671 .6| 
>gi)9909725|emb|AJ293849.1|KPN293849 
>gi|28839592|gb|BC047866.1 1 
>gi|24324831 |gb|BC03871 3.1 1 
>gi|20429385|gb|AC1 05306.1 3| 
>gi|21264346|ref|NM._005981 .2| 
>gi|1 1 41 4487|emb|AL1 57877.1 1 1 
>gi| 1 265371 8|gb|BC000644.1 1 
>gi|22004283|gb|AC026979.9| 
>gij 1 561 7275|emb|AL391 31 8.21 1 
>gi|3051 7851 |gb|AY22541 7. 1 1 
>gi|21 956644|ref |NM_1 45808. 1 1 
>gi|1 9774266|gb|AC069243.1 6| 
>gi|1 6756340|gb|AC073635.8| 
>gi| 1 51 87234|gb|AC020925.8| 
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